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TI Methods and compounds for the treatment of mucus hypersecretion 

by inhibiting mucus secretion using compounds having targeting 

and translocating modified light chain of clostridial neurotoxin 
AB A method of treating mucus hypersecretion, the causative factor 

in chronic obstructive pulmonary 

disease (COPD) , asthma and other clin. 

conditions involving COPD, comprises administering a compound that 
inhibits exocytosis in mucus secreting cells or neurons that 
control or direct mucus secretion. Also described is a compound, 
for use in the treatment of hypersecretion of mucus, which 
inhibits mucus secretion by inhibiting mucus secretion 
by mucus secreting cells, and/or inhibiting neurotransmitter 
release from neuronal cells controlling or directing mucus 

secretion. The compound comprises: (a) a light chain (L-chain) or L-chain 



fragment of a clostridial neurotoxin, which L-chain or L-chain fragment 
includes the active proteolytic enzyme domain of the L-chain; (b) a 
targeting domain that binds to a target cell selected from the group 
consisting of (i) a mucus secreting cell, and (ii) a neuronal 
cell controlling or directing mucus secretion; and (c) a 
translocating domain that translocates the L-chain or L-chain fragment 
into the target cell . Substance P, as the targeting domain, was 
conjugated to clostridial neurotoxin fragment LHN/A. 
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L9 ANSWER 2 OF 3 HCAPLUS COPYRIGHT 2009 ACS on STN 
TI Pharmaceutical compositions 

AB The present invention relates to pharmaceutical compns. which are useful 
in the treatment of diseases where excess mucus is present in 
the respiratory tract, such as cystic fibrosis and 
chronic obstructive pulmonary disease 

In particular, the invention relates to pharmaceutical compns. for 
administration by pulmonary inhalation. Thus, in a first aspect of the 
present invention, a composition for assisting mucus clearance is 
provided, the composition comprising one or more mucoactive agents 
for reducing crosslinking within the mucus; for diluting the 
mucus; and/or for digesting naked DNA and cell debris within the 
mucus. Preferably, the composition according to the invention further 
has the effect of reducing inflammation. In one embodiment of the present 
invention, the composition comprises one or more mucoactive agents 
together with an addnl. active agent such as an anti-inflammatory agent. 
In a particularly preferred embodiment of the present invention, the 
mucoactive agent for reducing crosslinking is a 
glycosaminoglycan such as heparin. A further group of 
mucoactive agents capable of assisting mucus clearance 

are amino acids. Acetylcysteine (NAC) and the acetylcysteine salt derivative 
Nacystelyn (or NAL) are also effective mucoactive agents which 



are suitable for inclusion in the compns. of the present invention. 
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L9 ANSWER 3 OF 3 HCAPLUS COPYRIGHT 2009 ACS on STN 

TI Bronchial mucus hypersecretion in acute quadriplegia . 

Macromolecular yields and glycocon jugate composition 
AB In acute quadriplegia the authors have noted that about 1 in 5 patients 
develops unexplained production of excessive and tenacious bronchial 
mucus. Spontaneous recovery from mucus hypersecretion 
usually occurs within weeks to months . Mucus samples collected 
from 12 patients were abnormal. Macromol. contents of single aspirates 
yielded as much as 500 mg. Anal, ultracentrif uge anal, showed the 
mucus to contain considerable epithelial glycoprotein (GP) of 
typical buoyant d.; its amino acid and carbohydrate 

compns. were characteristic of the GP from hypersecretory bronchial 
mucus such as in chronic bronchitis and cystic 
fibrosis. In five patients studied after recovery from 
hypersecretion, there tended to be relatively less GP . The mucus 



samples contained a high-d. glycocon jugate (GC) : this had sugars of GP but 
also reacted pos. with a monoclonal antibody to keratan sulfate. Its 
amino acid composition was different from that of GP : 
threonine was lower and glycine was higher than in GP . In mucus 
from one patient who died, chondroitin sulfate ABC and hyaluronic 
acid were identified as well. This suggests proteoglycans are involved in 
the pathophysiol . of mucus hypersecretion. The sudden onset and 
spontaneous recovery of hypersecretion suggests that it is not due to 
gland hypertrophy. The authors speculate that in acute quadriplegia it is 
due to disturbed neuronal control of bronchial mucous gland secretion, 
perhaps related to initial disappearance and later reappearance of 
peripheral sympathetic nervous system tone. 
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TI Pharmaceutical compositions and method for treatment of chronic 

inflammatory diseases 
AB This invention defines novel compns. that can be used for clin. treatment 
of a class of chronic inflammatory diseases. Increased generation of 
carbonyl substances, namely aldehydes and ketones, occurs at sites of 
chronic inflammation and is common to the etiologies of all of the clin. 
disorders addressed herein. Such carbonyl substances are cytotoxic and 
addnl. serve to perpetuate and disseminate the inflammatory process. This 
invention defines use of compns., the orally administered required primary 
agents of which are primary amine derivs. of benzoic acid capable of 
covalently reacting with the carbonyl substances . P-Aminobenzoic acid is 
an example of the required primary agent of the present invention. PABA 
has a small mol. weight, is water-soluble, has a primary amine group which 
reacts with carbonyl-containing substances and is tolerated by the body in 
relatively high dosages for extended periods . The method includes 
administration of a composition comprising : ( 1 ) an orally consumed 
therapeutically effective amount of at least one required primary agent; (2) 
at least one required previously known medicament co-agent recognized as 
effective to treat a chronic inflammatory disease addressed herein 
administered to the mammalian subject via the oral route; and (3) one or 
more addnl. orally consumed required co-agent selected from the group 
consisting of antioxidants, vitamins, metabolites at risk of depletion, 



sulfhydryl co-agents, co-agents which may facilitate glutathione activity 
and nonabsorbable primary amine polymeric co-agents; so as to-produce an 
additive or synergistic physiol. effect of an anti-inflammatory nature. 
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TI Polymer-modified bioactive synthetic chemokines, and methods for their 
manufacture and therapeutic use 

AB The invention relates to polymer-modified bioactive synthetic chemokines 
and to methods for their production and use. The bioactive synthetic 
chemokines of the invention comprises a polymer modified polypeptide 
chemokine backbone. The compds . and methods or the invention are useful 
for the treatment of disorders involving naturally occurring chemokines, 
such as for the treatment of HIV and AIDS related disorders and for the 
treatment of asthma, allergic rhinitis, atopic dermatitis, 
atheroma/atherosclerosis, organ transplant rejection, and rheumatoid 
arthritis (no data) . Thus, solid-phase peptide synthesis was used to 
prepare an N- and a C-terminal fragment of Rantes. A thioester-generating 
resin was used for the N-terminal peptide and a standard phenylacetamidomethyl 
resin for the C-terminal peptide. Full-length (modified) Rantes peptides 
were produced by natural chemical ligation of the two fragments. Rantes 
derivs. with a fatty acyl group attached to the N-terminus or to a 
lysine side chain, as well as such derivs. containing nonnatural amino 
acids at various positions in the peptide chain, were prepared and tested 
for their ability to inhibit HIV envelope-mediated cell fusion and viral 
infection of a cell line. 
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Lll ANSWER 7 OF 27 HCAPLUS COPYRIGHT 2009 ACS on STN 

TI Compositions treatment of chronic inflammatory diseases 

AB This invention defines novel compns. that can be used for clin. treatment 
of a class of chronic inflammatory diseases. Increased generation of 
carbonyl substances, aldehydes and ketones, occurs at sites of chronic 
inflammation and is common to the etiologies of all of the clin. disorders 
addressed herein. Such carbonyl substances are cytotoxic and addnl. serve 
to perpetuate and disseminate the inflammatory process. This invention 
defines use of compns., the orally administered required primary agents of 
which are primary amine derivs. of benzoic acid capable of reacting with 
the carbonyl substances. P-Aminobenzoic acid (or PABA) is an example of 
the required primary agent of the present invention. PABA has a small 
mol. weight, is water soluble, has a primary amine group which reacts with 
carbonyl-containing substances and is tolerated by the body in relatively high 
dosages for extended periods. The method of the present invention 
includes administration of a composition comprising: (1) an orally consumed 
primary agent; (2) a previously known medicament co-agent recognized as 
effective to treat a chronic inflammatory disease addressed herein 
administered to the mammalian subject via the oral route, other systemic 
routes of administration or via the topical route; and (3) optionally 1 or 
more addnl. orally consumed co-agent selected from the group consisting of 
antioxidants, vitamins, metabolites at risk of depletion, sulfhydryl 
co-agents, co-agents which may facilitate glutathione activity and 
nonabsorbable primary amine polymeric co-agents, so as to produce an 
additive or synergistic physiol . effect of an ant i- inflammatory nature . 
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Lll ANSWER 8 OF 27 HCAPLUS COPYRIGHT 2009 ACS on STN 
TI Pharmaceutical compositions 

AB The present invention relates to pharmaceutical compns. which are useful 
in the treatment of diseases where excess mucus is present in the 
respiratory tract, such as cystic fibrosis and 
chronic obstructive pulmonary disease 

In particular, the invention relates to pharmaceutical compns . for 
administration by pulmonary inhalation. Thus, in a first aspect of the 
present invention, a composition for assisting mucus clearance is provided, the 
composition comprising one or more mucoactive agents for reducing crosslinking 
within the mucus; for diluting the mucus; and/or for digesting naked DNA and 
cell debris within the mucus . Preferably, the composition according to the 
invention further has the effect of reducing inflammation. In one 
embodiment of the present invention, the composition comprises one or more 
mucoactive agents together with an addnl . active agent such as an 
anti-inflammatory agent. In a particularly preferred embodiment of the 
present invention, the mucoactive agent for reducing crosslinking is a 
glycosaminoglycan such as heparin. A further group of 

mucoactive agents capable of assisting mucus clearance are amino acids. 

Acetylcysteine (NAC) and the acetylcysteine salt derivative Nacystelyn (or 

NAL) are also effective mucoactive agents which are suitable for inclusion 

in the compns . of the present invention . 
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ANSWER 14 OF 27 HCAPLUS COPYRIGHT 2009 ACS on STN 
Preparation of amino acid derivatives in methods for 

the treatment of respiratory diseases and conditions with a selective iNOS 
inhibitor and a PDE inhibitor 

The invention claims a combination of an iNOS blocker and a 
phosphodiesterase (PDE) inhibitor or their pharmaceut ically-acceptable 
salts or prodrugs for the prevention and treatment of respiratory diseases 
or conditions. The iNOS inhibitors include amino acids 

HN:CMeNHCH2CHRSCH2CH(NH2)C02H (R = alkyl, cycloalkyl, hydroxyalky 1 , or 
haloalkyl ) . Thus , 2 S -amino- 6- [ ( 1-iminoethyl ) amino ] -N- ( lH-tetrazol-5- 
yl ) hexanamide dihydrochloride (NN) was prepared and shown to be a more 
potent i-NOS inhibitor (IC50 = 21.4 |uM) than 

2S-amino-6- [ (1-iminoethyl) amino] hexanamide (NIL amide) or NIL 

dimethylamide . NN is a nicely crystalline product, in contrast to NIL which 
a glass and thus difficult to handle. 
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TI Novel antagonists of MCP proteins for treating inflammatory, autoimmune 
and vascular diseases 

AB Novel antagonists of MCP proteins, in particular of MCP-1 protein, can be 
obtained by generating MCP mutants whose GAG binding site, located at the 
N- terminal of MCP proteins , is eliminated following non-conservative 
substitutions. Compds . prepared in accordance with the present invention 
can be used in the treatment or prevention of diseases related to an 
undesirable activity of MCP proteins such, such as inflammatory disease, 
autoimmune diseases, vascular diseases, and cancer. MCP-1WT*2A, human 
mature MCP-1 with isoleucine substituted for the methionine at position 64 
and two alanines replacing the arginine and lysine at positions 
18 and 19, was prepared in Escherichia coli. The mutant protein showed 
protective activity in animal models of delayed contact hypersensitivity, 
lung fibrosis, lung inflammation, and asthma. 
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Lll ANSWER 21 OF 27 HCAPLUS COPYRIGHT 2009 ACS on STN 
TI Modulation of airway responsiveness by anionic and cat ionic 
polyelectrolyte substances 



AB To elucidate the effects of anionic and cationic polyelectrolyte substance 
on bronchoconstriction, we examined the serial changes in respiratory 
resistance (Rrs) in ovalbumin-sensitized guinea pigs after antigen 
exposure with or without preinhalat ion of low-mol . -weight heparin, 
poly-l-glut amic acid, poly-l-lysine and dextran with or without 
oral intake of dalteparin. Both immediate and late responses after 
antigen exposure were significantly decreased after pretreatment with 
inhaled low-mol . -weight heparin and poly-l-glut amic acid compared 
with saline alone. The late response was significantly decreased after 
pretreatment with oral dalteparin. Both low-mol . -weight heparin 
and poly-l-glutamic acid significantly decreased the airway response to 
methacholine in sensitized guinea pigs. In sensitized guinea pigs, the 
airway response to methacholine was significantly increased after 
pretreatment with inhaled poly-l-lysine. Pretreatment with 
inhaled low-mol . -weight heparin before poly-l-lysine 

exposure significantly suppressed the airway hyperresponsiveness after 
inhaled poly-l-lysine. These findings indicated that the 
"cationic-anionic interaction" plays an important role in airway 
responsiveness . 
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TI Polycations increase the efficiency of adenovirus -mediated gene transfer 

to epithelial and endothelial cells in vitro 
AB Recombinant adenoviruses are being developed for gene therapy for 

cystic fibrosis and other lung diseases, and for 

prevention and treatment of vascular thrombosis. A major limitation to 
the clin. utility of adenoviruses is the low efficiency of gene transfer 
achieved in vivo. In addition, little is known about the initial 
interactions between adenoviruses and the target cell. To address the 
hypothesis that the neg. charge presented by membrane glycoproteins 
reduces the efficiency of adenovirus-mediated gene transfer, primary 
cultures of human airway, Madin-Darby canine kidney cells, an immortalized 
cystic fibrosis airway epithelial cell line, and primary 
cultures of sheep pulmonary artery endothelium were infected with 
recombinant adenovirus containing the E. coli lacZ reporter gene 
(Ad2Pgal2) in the presence of various polyions. For each cell type, 
adsorption of Ad2pgal2 in the presence of the polycations polybrene, 
protamine, DEAE-dextran, and poly-L-lysine significantly 
increased the percentage of cells that express lacZ. The polyanion 
heparin did not significantly alter gene transfer efficiency, but 
completely abrogated the effects of polycations. These data provide 
evidence that neg. charged moieties on the cell surface reduce the 
efficiency of adenovirus-mediated gene transfer, and that alteration of 
the charge interaction between adenoviruses and the cell surface may 
improve the potential clin . application of these vectors . 
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TI Cationic proteins increase the permeability of cultured rabbit tracheal 
epithelial cells: Modification by heparin and extracellular 
calcium 

AB Airway inflammation is a consistent finding in asthma, and 

increased amts. of eosinophil-derived cationic proteins are present in 
bronchoalveolar lavage fluid from asthmatic subjects. Tracheal 
instillation of a variety of naturally occurring and synthetic cationic 
proteins has been shown to induce airway hyperresponsiveness in animal 
models. Cationic proteins may alter the barrier function of airway 
epithelium, allowing increased access of agonists to underlying nerves and 
airway smooth muscle. To examine the effect of cationic proteins on 
airway epithelial cell function, rabbit tracheal epithelial cells were 
isolated and cultured on collagen-coated filter membranes . Both apical 
and baso lateral exposure of the cell cultures to poly-L-lysine 
and poly-L-arginine decreased transepithelial elec. resistance (Rt) over 
60 min. There were no discernable light microscopic changes in the 
morphol. of the cultures at 60 min after poly-L-lysine exposure, 
but permeability to mannitol was increased compared to controls . Evidence 
for the critical role of cationic charge included the following 
observations:. (1) Poly-L-aspartate, an anionic polyamino acid, had no 
significant effect on Rt , and ( 2 ) the addition of heparin prior to 
the addition of poly-L-lysine blocked the reduction in Rt . 
Furthermore, when applied after poly-L-lysine addition, 
heparin reversed the decrease in Rt in a time-dependent fashion. 
Increasing the [Ca2+] in the medium from 1 to 10 mM resulted in 
attenuation of the response to polycation addition Cationic proteins may 
alter the barrier properties of airway epithelium and the cationic charge 
may be a crucial factor. This alteration is not an ' all-or-none ' 
phenomenon, since subsequent addition of heparin resulted in a 
reversal of the effect. While the precise mechanisms responsible for 
these observations remain to be elucidated, cationic proteins may be 
modifying the interaction of extracellular calcium with tight junctions 
thereby resulting in increased permeability. The barrier function of the 
epithelium may be perturbed in asthma and a variety of other 
airway diseases through the presence of cationic proteins derived from 
inflammatory cells within the airway lumen and/or the subepithelium . 
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